TB/HIV coinfection is a serious public health issue in Brazil, and patients with coinfection have difficulty adhering to treatments. Directly observed treatment (DOT) has been recommended by the World Health Organization, considering the vulnerability of those affected. The purpose is to investigate the occurrence of DOT and associated factors compared to conventional treatment in Porto Alegre, Brazil.
a1111111111 a1111111111 a1111111111 a1111111111 a1111111111 received in 2012 and 2013), place of origin, non-white race (OR = 1.29, 95% CI = 1.08-1.54), cases of relapse (OR = 1.33; 95% CI = 1.03-1.73), readmission after abandonment (OR = 1.48, 95% CI = 1.20-1.83), transfer (OR = 2.04; 95% CI = 1.40-2.98), acid-fast bacilli (AFB) test with positive result in first sample (OR = 1.73, 95% CI = 1.24-2.42), alcohol abuse (OR = 1.39; 95% CI = 1.16-1.67), and mental disorders (OR = 1.83; 95% CI = 1. 38-2.44 .) Of the 532 cases of death, occurring in two years, 10.2% were in patients who underwent DOT and 89.8% in patients who did not undergo DOT (p<0.001). O percentual de ó bitos em pessoas que receberam DOT foi de 13% e o percentual de ó bitos para pessoas que receberam tratamento convencional foi de 24%.
Introduction
Tuberculosis (TB) and AIDS are considered to be neglected diseases due to their association with poverty, the vulnerability of individuals and the contribution to health inequalities [1, 2] . WHO estimates that worldwide in 2017 there were 920,000 new cases of TB among those infected with HIV, equivalent to 9.2% of the 10 million new cases of tuberculosis diagnosed in the same year. Among people living with HIV/AIDS, 0.3 million died of tuberculosis in 2017 [3] .
Brazil is the country with the highest number of new cases of tuberculosis in the Americas, with a total of 91,000 estimated cases in 2017, equivalent to 32% of all estimated cases of the disease in the Americas [4, 5] . As of 2016, 6,501 people with HIV developed tuberculosis [6] . In Porto Alegre, coinfection cases accounted for 24.1% of new cases of tuberculosis in 2016 [6] . Identification and treatment of TB/HIV coinfection are essential to reduce the number of cases of morbidity and mortality for both diseases. As for TB treatment in Porto Alegre, only 61.4% of the new cases of the disease in 2015 were cured, and the percentage of treatment abandonment was 16.3% of the new cases [5] .
Non-adherence to drug therapy is the major barrier to treatment success as abandonment is a factor for the follow-up of disease transmission, with an impact on relapse rates of coinfection and increasing drug resistance [7] [8] [9] . Risk factors for abandonment include being male between the ages of 30 and 39, being illiterate or not having completed high school, having family conflicts, not living in the central districts of cities, being a user of licit and/or illicit drugs, and having previously been treated for TB [10] .
Against this background, the challenge of public policies is to guarantee the adherence of people with coinfection to the treatments. The main strategy of the World Health Organization to promote adherence is the Directly Observed Therapy Short Course (DOTS), a strategy proposed since 1991 and made up of five components: political commitment, case detection through sputum smear microscopy; Directly Observed Treatment (DOT); a regular supply of medicines; and a system of notification and follow-up of cases. In 2015, in order to control TB, the WHO set targets through the Stop TB Partnership, recommending the implementation of DOTS [2] . In Brazil, the need for DOT is assessed by the primary or secondary care health team and performed by the primary care health team. Conventional treatment for co-infection cases consists of monthly consultations with primary and secondary care teams, without direct observation of medication intake. The DOT is directed to the treatment of tuberculosis and performed by the nursing staff. It consists of the daily observation of medication intake for at least the first 30 days of treatment and may continue until the end of treatment. [11] .
In scenarios with a high proportion of abandonment, treatment failure and frequency of adverse events in patients with coinfection, it is necessary to intensify strategies to promote effective treatment [11] . Regarding coinfection, international recommendations emphasize the reduction of multidrug resistance (MDR) and mortality, with timely diagnosis and DOT as the main focus [2] . In a Brazilian study that analyzed cases of TB-HIV co-infection reported in the Brazilian information system (SINAN) between 2001 and 2011, it was seen that DOT gave protection against TB treatment abandonment and death [12] . In Rio de Janeiro, a 2018 study identified an association between TB treatment outcome and clinical and sociodemographic factors. However, this study did not analyze cases of TB / HIV co-infection [13] . In Porto Alegre, a recent study showed that the occurrence of hospitalizations and deaths is high among people with both HIV and TB [14] . Thus, the aim was to investigate the occurrence of DOT and associated factors compared to conventional treatment.
Materials and methods

Study design
This is a retrospective cohort study, classified as a dynamic or open cohort [15] . Participants were included in the study at any time between 2009 and 2013. In this type of cohort, there is no fixed recruitment period for individuals, and in view of the possibility of recurrence due to tuberculosis, patients entered the cohort if they were diagnosed and registered in the national surveillance system. Thus, the study was based on cases of coinfection, and the case definition corresponds to the entry in the Epidemiological Surveillance System. Considering that the follow-up period was up to two years, closure occurred in 2015 in order to ensure the equal follow-ups of all patients.
Study population
The participants of this study are all patients with a diagnosis of TB/HIV coinfection in the city of Porto Alegre, aged over 18 years, and registered in the national health surveillance system from 2009 to 2013. The sample is expected to correspond to the totality of patients with coinfection, since TB and HIV are compulsory notification diseases in Brazil and, therefore, all patients diagnosed should be notified by the national surveillance system. Nevertheless, the existence of underreporting in this system should be considered, and so SINAN TB cases can be considered a proxy of TB cases in Brazil.
Study procedures
The dependent variable of the study was the achievement of directly observed treatment. The sociodemographic variables were: sex (female and male), years of education completed, age and race (white and not white). From the clinical point of view, we analyzed: entry into the surveillance system, bacilloscopy examination (positive, negative or not performed), the occurrence of other negative factors (alcohol abuse and mental disorders), and status at completion that were obtained from the national tuberculosis notification data bank (SINAN-TB). The type of entry was classified into new case (never treated), relapse (patient cured and infected once again by tuberculosis), return after default (patient who interrupted the treatment and is about to resume it) or transfer (patients who had been transferred from another town or city to the city of Porto Alegre). The new case category was defined as the reference category for analysis. The variable status at completion refers to what happened after the tuberculosis treatment was monitored by the national surveillance system, that is: cure, default, transference, death or multiresistance. In this same bank, the occurrence of coinfection was identified.
The DOT Indication variable considered the indication of treatment at the moment of the notification/diagnosis of the case. The indication of DOT is a clinical judgment made by the professional who completed the notification form.
For the reliability of the study data, information on the total of coinfected and the number of deaths were also checked in other national databases. Following the organization of the study database from the SINAN-TB system [16] , all cases of TB whose HIV test was negative or in progress were checked in the national HIV/AIDS notification system (SINAN-HIV/ AIDS) [16] .
Patient follow-up occurred until the closure of the case in the tuberculosis surveillance system, which occurred after 12 months of follow-up, with the patient's classification as cure, abandonment, death, multidrug-resistant TB, or transfer. For more reliable information on TB/HIV mortality, all cases of coinfection were subsequently checked in the National Mortality Information System (SIM) [17] , and 3 cases were found not to have been included in the tuberculosis surveillance system as death within 12 months of follow-up, but whose death had actually occurred within 12 months due to TB/HIV.
Despite being a study with secondary databases, patient identification was required for verification in different databases. The patient's full name, mother's name and registration number in the public health system were used as an identification procedure, and it was necessary to confirm these three data sets to consider that it was the same case in the tuberculosis, HIV/ AIDS, and SIM databases. There were only 2 SINAN cases where the patients were not reported as having died of tuberculosis and whose full name and mother's name were identical in the SIM, but given that the health card number was different, they were not included as deaths.
In terms of the place of residence, the patients were classified by the District Health Authorities (DHA). The DHA are configured as administrative structures for the management of the local health network and may include more than one health district. There are eight DHA in Porto Alegre: Centro (CEN), North/Baltazar Axis (NEB), East/Northeast (LENO), Gloria/Cruzeiro/Cristal (GCC), South/Center-South (SCS), Partenon/Lomba do Pinheiro (PLP), Restinga/South End (RES), and Northwest/Humaitá/Navegantes/Ilhas (NHNI), some of which present greater social vulnerability, depending on the population profile [18] .
After the classification of the patients by DHA, according to their address, the identification information of the cases (full name, mother's name, health card number, and address) were erased, creating a numerical code for each case in the study, aiming to maintain the anonymity of individuals, according to the determination of the research legislation in force in Brazil [19] . SPSS 21 .0 (IBM) was used to perform the statistical analyses. The T-Student test was carried out to compare the continuous age variable with DOT. Descriptive statistics were used to present the characteristics of the participants and the occurrence of DOT. Comparisons were made between patients who received and did not receive DOT regarding characteristics when entering the surveillance system and at the closure, considering the possibility of cure and death, through a homogeneity of proportions test based on Pearson's chi-square statistic. The factors associated with DOT were analyzed by bivariate and multivariable models that estimated the odds ratios by means of logistic regression with a 95% confidence interval. All variables were considered statistically significant (p-value of <0.05).
Statistical analyses
Ethics statement
This study complied with the guidelines of the Resolution 466/2012 of the Brazilian National Health Council. The research project was approved by the Ethics and Research Committee of the Federal University of Rio Grande do Sul (UFRGS) and by the Ethics Committee of the Municipal Government of Porto Alegre, opinions 952907 and 939250, respectively. Since this is a linkage study of national databases, patients needed to be identified for the linkage procedure to succeed. This was informed in the research protocol to the ethics committee, which approved the study, waiving the need for a term of consent.
Results
From 2009 to 2013, 8,813 TB cases were found in the SINAN-TB database. Of these, 75 were duplicate cases, with double notification, which were excluded. Of the total, 2,419 cases had a diagnosis of HIV at the time of TB notification, and therefore were considered coinfected.
Ten cases of HIV/AIDS patients that were not initially coinfected in SINAN-TB were found in the national HIV/AIDS notification system. These patients were included in the study database with the other people with both HIV and TB and were excluded from the statistical analysis, as the fact that they did not present coinfection at the time of definition of DOT could mean that they had not been listed for DOT. Thus, 2,419 cases of coinfection were found. However, for 19 cases there was no information on the performance of DOT in SINAN-TB, and these were excluded. The final sample was 2,400 cases of TB/HIV coinfection.
Of 2400 cases, DOT was performed in 17% (406). In relation to the year of registration, of the 398 cases registered in 2009, 9.3% performed DOT. In 2013, of the 575 registers, 31.7% performed DOT (<0.001). Considering the origin, the percentage of cases with DOT was from 9.5% to 26% (<0.001). Among whites the performance of DOT was 14.6%, and among nonwhites 20% (<0.001). The percentage of DOT varied according to schooling, being more frequent in people with �7 years (p = 0.021) ( Table 1) .
Regarding the type of entry, a lower percentage of DOT was observed in new cases (12.7%), and a higher percentage among cases of transference (35.7%) (p <0.001). DOT was received in 24.3% of the cases with alcohol abuse and in 14.4% of cases without alcohol abuse (p <0.001). In 35.1% of the cases with mental health problems, DOT was received (p <0.001). DOT was received in 17.4% of the cases of cure, 18.6% of the cases of default, 10.2% of the cases that died, 20.7% of the cases that were transferred, and in 35.5% of the Multidrug-resistant TB cases (p <0.001). The percentage of deaths in people who received DOT was 13% (54/406) and the percentage of deaths in people who received conventional treatment was 24% (478/1994) ( Table 2) .
The 1 st sputum AFB test in DOT group was positive in 19% of cases, negative in 15.3%, and not performed in 11%. In cases in which there was no DOT, this test was positive in 81%, negative in 84.7%, and not performed in 89% (p = 0.002). The 2 nd sputum AFB test was positive in 19.5%, negative in 16.9% and not performed in 13.3% of the cases that underwent DOT. In the group without DOT, this test was positive in 80.5% of the cases, negative in 83.1%, and not performed in 86.7% (p = 0.003).
Alcohol abuse was associated in 24.3% of cases with DOT and in 75.7% of cases compared to conventional treatment (p<0.001). Occurrence of mental disorders was associated in 35.1% of the group that had DOT and in 64.9% of the group without DOT (p<0.001).
The indication for DOT occurred in 51.5% of the group with DOT and 48.5% in the group without DOT (p<0.001). In the group for which DOT was received, 17.4% of the cases evolved to cure, 18.6% to default, 10.2% to death, 20.7% to transfer, and 35.5% to MDR-TB. In the group for which DOT was not received, 82.6% evolved to cure, 81.4% to default, 89.8% to death, 79.3% to transfer, and 64.5% to MDR-TB (p<0.001).
Chest X-ray (p = 0.279), diabetes (p = 0.508) and hospitalization (p = 0.231) did not present a statistically significant difference within the groups studied. Table 3 presents the factors associated with directly observed treatment. A positive association was observed in the crude and adjusted models between year and DOT, being significant for the years 2012 (p = 0.007) and 2013 (p<0.001). Considering the place of origin in the city, there was an association between the PLP and CEN locations and performance of DOT in the crude and adjusted models. Patients at the CEN location had 2.29 (95% CI = 1.38-3.76) times more chance of performing DOT, while PLP patients had 1.72 (95% CI = 1.04-2.85) times more chance of performing DOT, when compared to SCS, the area with the lowest social Factors associated with directly observed treatment in tuberculosis/HIV coinfection cases vulnerability in the city. Non-white patients presented 1.29 (95% CI = 1.08-1.54) times more chance of DOT when compared to whites. Years of education completed was not associated with the outcome in the final model. Considering the classification of type of entry in the surveillance system, the patients were compared with the new cases (reference category). Patients classified as relapsing presented 1.33 (95% CI = 1.03-1.73) times more chance of performing DOT, patients classified as readmissions after default had 1.48 (95% CI = 1.20-1.83) times more chance of DOT, and patients with transfer presented 2.04 (95% CI = 1.40-2.98) times more chance of DOT. In relation to the AFB test, patients with a positive result in the first sample presented 1.73 (95% CI = 1.24-2.42) times more chance of performing DOT, and those without the examination had 1.48 (95% CI = 1.04-2.85) times more chance of DOT. Patients with alcohol abuse presented 39% (OR = 1.39; 95% CI = 1.16-1.67) more DOT when compared to patients without alcohol abuse. Patients with mental disorders presented 83% more DOT (OR = 1.83; 95% CI = 1.38-2.44) when compared to patients without mental disorders.
Discussion
DOT is a strategy advocated by the WHO for coping with tuberculosis, particularly in cases of drug resistance and coinfection with HIV [20] . Comparing health outcomes in patients who perform and do not perform DOT makes it possible to highlight the impact of this strategy. In 2015, a systematic review with 11 clinical trials including 5,662 participants showed that there were virtually no differences in cure rates when comparing patients with DOT to other methods. In 2018, a new systematic review identified 7,729 articles, of which 129 evidenced that DOT improves adherence compared to other treatment methods [21] . TB/HIV coinfection is a double burden of diseases, with high incidence and mortality rates in Brazil, cases of TB/HIV coinfection have been prioritized for DOT, due to greater vulnerability to treatment abandonment, MDR-TB, and mortality [11, 22, 23] .
Between 2007 and 2011, a study carried out in the same scenario of this research found that among the new cases of TB, 10.7% received DOT, and among all TB cases, the percentage of DOT was 14.7% [22] . In Porto Alegre, in 2016, 15.3% of the cases of pulmonary TB performed DOT. In the state of Rio Grande do Sul (RS), whose capital is Porto Alegre, this figure reached 17.2%, and in Brazil, 36.3% [4] . In countries where the burden of tuberculosis is immense, despite the increase in the number of cases, there is evidence of an increase in DOT, with a positive impact on the scenario of illness [24, 25] .
Between 2009 and 2013, there was an increase in the number of notifications of TB/HIV coinfection and in the performance of DOT. While the proportion of coinfection increased by approximately 8% over 5 years, the proportion of subjects performing DOT increased from 9.3% to 31.7% in the same period. In this sense, greater odds of performing DOT were observed in the last two years of the cohort, i.e., 2012 (p = 0.007) and 2013 (p<0.001). This finding may be related to the decentralization policy of tuberculosis care, instituted in 2011. In this policy, primary care began performing contact evaluation and referring patients with diagnostic difficulties and people living with HIV to the Reference Centers in Tuberculosis (CRTB), as well as receiving users referred from the CRTB or other specialized services for the performance of shared DOT [18, 26] . Thus, even if coinfection cases refer to CRTB care, this care is not exclusive to the referral service but is recommended to be shared with Primary Care. This coping strategy aims to reduce the high rates of TB that exist in Brazil and improve adherence to antiretroviral therapy. Recently, a study in Ethiopia also recommended decentralizing treatment as a strategy to increase adherence [25] .
Other factors may have contributed to the expansion of DOT. Although in Porto Alegre, it tends to be lower than in the state of Rio Grande do Sul (42.08%), and Brazil (56.37%), between 2009 and 2013, the Family Health Strategy (FHS) coverage increased from 22.4% to 31.2% [27] . Through the implementation of FHS, there are more health professionals throughout the city of Porto Alegre.
Moreover, because of the high incidence of TB/HIV coinfection in Porto Alegre, the state capital in Brazil with the highest incidence of TB and HIV, the primary care system has deemed it opportune to discuss the decentralization of HIV/AIDS care and carry out the proposal for decentralization of tuberculosis testing and treatment [28] . The logistic regression model showed a 2.28 fold higher chance of performing DOT for patients at the CEN site. The high vulnerability index of the district and the presence of the population in situations of homelessness are highlighted. The region also presents high rates of violence, mortality due to external causes, high numbers of families living in extreme poverty, and population over crowding in large favelas [18] . All these factors increase the vulnerability of the individuals in this situation [29, 30] . Notwithstanding, the district has a health center that is historically considered one of the pioneers in tuberculosis treatment [18] . Sex and age were not associated with the outcome, as in other studies that point out that these are not decisive factors for the performance of DOT [31] [32] [33] . In terms of sociodemographic variables, data on race and schooling show the vulnerability associated with DOT. Although the highest proportion of cases of coinfection involved white individuals, there was a greater indication of DOT for non-whites. The adjusted regression model showed that, despite the differences in proportion, non-white patients presented a 29% greater chance of DOT when compared to whites. A recent study conducted in the same scenario showed that the need for hospitalization for TB treatment is more frequent in non-white patients living in poverty [34] . In our study, schooling was used as a proxy for the economic situation, and, although schooling was not associated with DOT, the lower the schooling, the greater the percentage of DOT, a trend already observed in other studies [33, 35] .
Reinforcing the vulnerability pointed out by other authors that associate the occurrence of alcohol abuse and mental illness with the difficulty of adherence to treatments [36, 37] , our study, observed that patients with alcohol abuse presented a 39% higher level of DOT performance than those without a history of abusive use. Moreover, those with mental disorders presented a 83% greater performance of DOT.
Considering the admission classification in SINAN, patients with readmission after abandonment presented 1.48 times more chance of performing DOT when compared to new cases. Relapse cases presented 1.33 times more chance of DOT, and transfer cases presented 2.04 times more chance of DOT. Treatment abandonment is one of the main challenges in addressing TB/HIV coinfection. The main consequences are the development of MDR-TB, increased hospitalizations, occurrence of mortality, and higher treatment costs [20, 38, 39] .
Regarding the AFB sputum test for the diagnosis of TB, the result of the positive bacilloscopy was more frequent in DOT group in the 1st sputum collection. The maintenance of the tuberculosis transmission chain is related to the bacilliferous cases of the disease [40] , evidencing the need for intervention in these cases. It is possible that the finding of 1.73 times greater chance of performing DOT in patients with positive AFB in the 1 st test is related to the great concern among health professionals of the transmissibility of TB [40] . It is also worth noting that sputum smear microscopy is the most widely used method for the diagnosis of the disease, and, when correctly performed, allows the detection of 60-80% of cases [40] .
The difference of proportions found in the indication of DOT was already expected. Nevertheless, it is noted that 48.5% of the cases indicated did not perform DOT, while 4.9% of the cases that had no indication did perform DOT. These two groups require further investigation regarding their follow-up and outcomes as these findings are possibly related to the difficulties of the health services in offering DOT to those who are indicated at the start of follow-up [41, 42] .
Regarding the closure situation, although the highest percentage of cure was in the group without DOT, the highest proportion of MDR-TB was found in the group without DOT (64.5% versus 35.5%), a higher proportion of abandonment (81.4%) in the group without DOT [43] [44] [45] , and among those who died 89.8% received conventional treatment and e 10.2% received DOT, demonstrating the effectiveness of this follow-up, as already indicated in other studies [46, 47] .
The main limitation of this study is the design adopted. In the retrospective cohort studies, the data were already recorded before the study. Despite this, it should be noted that in this study, the data used came from the national health information systems, in which compulsory notification phenomena are registered (tuberculosis & AIDS and death) and, therefore, have high reliability.
Conclusion
The study evidenced an increase in DOT over the five years of the cohort. Higher odds of performing DOT were observed in the CEN district, in the cases with low schooling, among nonwhites, in situations of relapse and readmission after abandonment, in cases with a positive first sputum sample, and in those that presented alcohol abuse and mental disorders as comorbidities, thereby indicating the context of vulnerability of coinfection. The association of these variables with the performance of DOT may indicate a greater ability of health professionals to identify subjects with a potential risk of treatment abandonment.
The study showed that, among patients who died, most had not received DOT, thus suggesting a protective effect. Therefore, as the reduction in mortality related to tuberculosis and HIV/AIDS is one of the major concerns when addressing coinfection, DOT has emerged as an effective strategy and should be expanded within health teams.
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